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Box No. I Basis of this opinion 



1. With regard to the language, this opinion has been established on the basis of the international application in the language in 
which it was filed, unless otherwise indicated under this item. 

□ This opinion has been established on the basis of a translation from the original language into the following language 

, which is the language of a translation furnished for the purposes of international search (under 

Rules 12.3 and 23.1(b)). 

2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the 
claimed invention, this opinion has been established on the basis of: 

a. type of material 

(x""| a sequence listing 

| | table(s) related to the sequence listing 

b. format of material 
[x~| in wirtten format 

|X~| in computer readable form 

c. time of filing/furnishing 

contained in the international application as filed. 

filed together with the international application in computer readable form. 
| | furnished subsequently to this Authority for the purposes of search. 

3. Q In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been 
filed or furnished, the required statements that the information in the subsequent or additioanl copies is identical to that 
in the application as filed or does not go beyond the application as filed, as appropriate, were furnished. 
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Box No. V Reasoned statement under Rule 43bis.l(a)(i) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1 . Statement 

Novelty (N) 

Inventive step (IS) 



Claims 
Claims 



2-37 



1 



Claims 2 ' 37 



Claims None 
Industrial applicability (LA) Claims 



1-37 



Claims None 



YES 
NO 

YES 
NO 
YES 
NO 



2. Citations and explanations : 

The present invention relates to a method of improving efficacy of biological response- 
modifying cytokines. The substitution of valine for pheylalanine in the sequence of 
the natural cytokines improves the biological response and the binding affinity. 

The following documents have been considered for the purpose of this report: 

Dl: Biochemistry, 33(23): 7398-7407 (14 June 1994) 

D2: Proc. Natl. Acad. Sci. USA, 93(26): 15030-15035 (24 December 1996) 



1. Novelty 

Claim 1 relates to proteins replacing valine for phenylalanine to improve the 
biological efficacy. However, the subject-matter of claim 1 does not appear to be 
novel, because Dl and D2 disclose proteins replacing valine for phenylalanine to modify 
the property of natural proteins. Therefore, the subject-matter of claim 1 is not 
considered to be novel under PCT Article 33(2). 



2. Inventive Step 

The prior art documents do not teach or suggest the substitution method of valine for 
pheylalanine in the sequence of the natural cytokines. Therefore, the subject-matter 
of claims 2-37 is considered to involve an inventive step under PCT Article 33(3). 



3. Industrial Applicability 

The subject-matter of claims 1-37 is considered to be industrially applicable under PCT 
Article 33(4). 



Form PCT/ISA/237 (Box No. V) (January 2004) 



BEST AVAILABLE COPY 



